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3 MENTAL ILLNESS AND EMOTIONAL OR 
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J AND REQUEST FOR INTERFERENCE 

^ BOX REISSUE APPLICATION 
3 Assistant Commissioner for Patents 
3 Washington, D.C. 20231 



September 28, 2000 

Sir: 

Prior to examination on the merits, please amend the above-identified reissue application as 
follows: 

IN THE CLAIMS 

Kindly add the following new claims 8-25: 
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^ A method of treating al coholism and depression associated therewith cnmp risinp 
administering to a patient an effective amount of an opioid antagonist selected from 
the gro up consisting of nalmcfene. naltrexone, nalmcfene. nalorphine, nalbuphine. 
thebaine, levallorphan. ox vmorphone. butorphanol. buprenorphine. levorp hanni, 
meptazinol. pentazocine, dezocinc. and their pharmacologically effective esters and 
salts, and an effective amou nt of an antidepressant, which antidepressant is selected 
from the group consisting o f imipramine. amitript\dine. trimip ra mine. doxepin. 
desipramine, nortriptyline, protr iptviinc. amoxapinc. clomipramine, map r otiline. and 
carbamazepine and buprop ion, sertraline, fluoxetine, trazodone, and their 
pharmacologically effective esters and salts. 

2i The method according to claim 8 wherein the opioid antagonist is naltrexone 
administered in an amount of from 10 to 150 mg. 

The method according to claim 9 wherein the antidepressant is fluoxetine 
administered in an amount not greater than 80 mg. 

■3i The method according to claim 1 0 wherein fluoxetine is administered in an amount 
of from 20 to 80 mg. 
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The method according to claim 9 wherein fluoxetine is administered in a dosage of 
between 10 and 40 mg. 

The method according to claim 8 wherein the opioid antagonist is naltrexone in an 
amount of 10 to 25 mg and the antidepressant is fluoxetine in an amount less than 20 
mg. 

A pharmaceutical composition comprising a pharmalogicallv effective amount of an 
opioid antagonist selected from the group consisting of nalmefene. naltrexone, 
nalmefene. nalorphin e, nalbuphine, thebaine, levallorphan, oxvmorphone, 
butorphanoL buprenor phine, levorphanol meptazinoL pentazocine, dezocine, and 
their pharmacologicall y effective esters and salts, and a pharmalogicallv effective 
amount of an antidepressant, which antidepressant is selected from the group 
consisting of imipramine. amitriptvhne. trimipramine. doxepin. desipramine. 

nortriptyline, protriptvline, amoxapine, clomipramine, maprotiline, and 

carbamazepine and bupropion, sertraline, fluoxetine, trazodone, and their 
pharmacologicallv effective esters and salts. 



ATTORNEY DOCKET NO. 14127.0001U1 

PATENT 

15, The pharmaceutical composition according to claim 14 wherein the opioid antagonist 
is naltrexone in an amount of 10-150 mg. 

16. The composition according to claim 15 wherein the antidepressant is fluoxetine in 
an amount of 20-80 mg. 

12, The component according to claims 1 5 wherein the antidepressant is fluoxetine in an 
amount of fluoxetine is 10-40 mg. 

18^ The composition according to claim 14 wherein the opioid antagonist is naltrexone 
present in an amoimt of 10-25 mg and the antidepressant is fluoxetine present in an 
amount less than 20 mg. 

!£. The pharmaceutical composition according to claim 14 wherein in opioid antagonist 
is nalmefene. 

20^ The pharmaceutical composition according to claim 14 wherein the antidepressant 
is sertraline. 
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ZL A pharmac eutical kit comprising an effective pharmaceutical amount of an opioid 
antagnoist sele cted from the group consisting of nalmcfenc. naltrexone, nalmcfcnc. 
nalorphine, nalbuphine, thebaine. levallorphan. oxvmorphonc. butorphanoL 
buprcnorphinc. levorphano], meptazinol pentazocine, dezocine. and their 
pharmacologically, effective esters and salts, and an effective pharmacentral amount 
of an antidepre ssant, which antidepressant is selected from the group consisting of 
imipramine. amitriptvline. trimipramine. doxepin. desipramine. nortript\^line. 
protriptvline, amoxapine. clomipramine, maprotiline. and carbamazepine and 
bupropion, sertraline, fluoxetine, trazodone, and their pharmacologically effective 
esters and salts. 

22:. The pharmaceutical kit according to claim 21 wherein an opioid antagonist is 
naltrexone present in an amount of 10-150 mg. 

21. The pharmaceutical kit according to claim 22 wherein the antidepressant is fluoxetine 
present in the amount of 20-80 mg. 

24. The pharmaceutical l ab according to claim 22 wherein the antidepressant is 
fluoxetine presen t in more than one dosage, each dosage having an amount of 1 0-40 
mg. 
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25, The pharm aceutical kit according to claim 21 wherein the opioid antagnoist is 
naltrexone present in the a mount of 10-25 mg. and the antidepressant is fluoxetine 
present in the amount less than 20 mg. 

REMARKS 

By the present amendment, new claims 8-25 have been introduced in order to provoke an 

interference with U.S. Patent 5,958,962. 

I. NEW CLAIMS 8-21 
n Support for the newly added claims can be foxmd throughout the application. For example, 

a descriptive support for a method of treating alcoholism together with depression, as recited in Claim 
= 8, can be found at least in Example 4 of the patent. See, e.g., column 6, lines 59-60. 

2 Example 1 appearing in column 5 provides descriptive support for providing separate 
U treatments ofthe antagonist and depressant. See, e.g., column 5, lines 61-63. Accordingly, this 

3 example provides adequate written descriptive support for a "kit" claim such as that of new claims 
21-25. 

The use of naltrexone as well as the claimed amount of 10-150 mg/day is found at column 
3, lines 14-17 and 34-36. As to the use of naltrexone in an amount of 10-25 mg/day, attention is 
directed towards the disclosure at column 4, lines 37-44, as well as claims 3 and 4 ofthe patent. 

Support for the use of fluoxetine as the antidepressant can be found at least at column 5, hne 
1 2 ofthe specification. Moreover, descriptive support for the claimed amounts of fluoxetine can be 
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found at least in column 2, lines 4-9 and column 3, lines 25-33 which incorporates portions of the 
Physician Desk Reference (PDR) by reference. A copy of the FDR disclosure relating to fluoxetine 
is being filed concurrently herewith. 

hi looking at the PDR disclosure concerning fluoxetine, attention is directed toward the 
"Description" section appearing on page 943, and the "Dosage And Administration" and "How 
Supplied" sections appearing on page 947 of the PDR. In particular, the "Depression" subsection 
of the "Dosage And Administration" section sets forth a maximum recommended dosage of 80 mg, 

2 as well as a recommended dosage of 20-80 mg. It further discloses that doses greater than 20 mg 
n may be given twice a day, corresponding to 1 0-40 mg dosages. Finally, the fourth paragraph of the 
y "Depression" subsection states that a "lower" dosage should also be considered for patients on 
= "multiple medications." 

^ Accordingly, the PDR, which is incorporated by reference into the Dante patent, provides 

y descriptive support for all of the numerical recitations involving fluoxetine in claims 8-25 . 

3 No new matter has been introduced by these new claims. 
11. REOUEST FOR INTERFERENCE 

hi accordance with the provisions of 37 C.F.R. § 1.607, AppUcants also request that an 
interference be declared between this reissue apphcation and unexpired U.S. Patent 5,958,962. 
In accordance with the provisions of 37 C.F.R. § 1.607(a), Apphcants offer the following: 

(1) The patent in question is U.S. Patent 5,958,962 which issued September 28, 1999; 

(2) The proposed count is as follows: 
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Claims 1, 2 or 3 of U.S. Patent 5,958,962 

or Claim 1, 8, 14 or 21 of this reissue application; 

(3) Each of claims 1 -3 of U.S. Patent 5,958,962 correspond to the proposed count; 

(4) Each of claim 1 -25 of this reissue application correspond to the proposed count. 
As to 37 C.F.R. §1 .608, the effective filing date of the present reissue appUcation, March 2, 



1993, is more than 18 months earlier than the effective filing date of U.S. Patent 5,958,962, 
September 19, 1994. Accordingly, it is submitted that no showing under 37 C.F.R. §1.608 is 
?T required. 

in An early declaration of interference is in order and such action is earnestly solicited. 

; As a final matter, should the examiner have any questions regarding this paper, or the reissue 

= =! application in general, he/she is invited to telephone the undersigned at his/her earliest convenience, 
p Respectfully submitted. 



hereby certify that this correspondence is being deposited with the United States Postal Service as Express Mail, No. EL403201815US ii 
ne^lope addressed to: AssistantCon^missioner for Patents, BOX REISSUE APPLICATION, Washington, D.C. 20231, on this 28th 
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METHOD FOR TREATING EMOTIONAL OR 
MENTAL ILUIESS AND EMOTIONAL OR 
MENTAL ILLNE^ CONCOMimNT WTTH 
SEIZURES 

Tlris ajjplication is a cx)ntiimation of Ser, No. 08/755,795, 
filed Aug. 28, 1996, now U.S. Pat. No. 5,856^32, whidi 
a divisional of Ser. No. 08/560,820, filed Nov. 20, 1995, now 
U.S. Pat No. 5,817^665, vAndi is a divisicmal of Sen No 
08>031,096, filed Mar. 1, 1993, now U.S. Pat No. 5^12,593. 

BACKGROUND OF THE INVENTION 
1. Field of liie Invention 

The present invention relates to the use of an opioid 
antagonist sacb as naltrexone in combination with one or 
more serotonin (S-feydroxytrj^rtanaae or 5-HI) or norepi- 
cepfarine reuptake inlul>Ltof(s:) and/or Ifihium to tre^ mental 
or emotional disorders characterized by depression, 
obse^iveness, depression with anxiety, mania, manic 
depression, depression with manic episodes, and depresaon 
concomitant with an illness can:^g seizures which are 
inhfeited by carbamaa^ine, or a oombinatk>n of any of 
these mental or emotional iDncsses, or mental or emotional 
illnesses with seizures. The inventor has discovered that 
naltrexone is useful ia combination with lithium and/or one 
or more serotonin (5-HT) uptake iohihitor and/or norepi- 
nephtine (N.E,) uptake icrfiibitor drug compounds in treating 
patients whose depression and/or associated mental illnesses 
or conditions were refractory to drag treatment ii sfng one or 
more kiiown antidepressant agpnts or agents for manic and 
manK; depressive disoKfeis such as lithium, and fficyclic and 
a-fypical anti^^rcssants including, but not limited to 
clomipcamine, amitfiptyiine, iraipramine, sertraline and 
nortriptyline fibat inhibit 5-HT and/or N.E. renptake. 

llie inventor has further discovered that such treatment 
usii^ naltrexone in combination with lithium and/or 5-HT or 
N.E, reuptake inhibitors is effective even where benzodiaz:- 
epines are concurrently administered to treat anxiety. 
Additionally, tte inventor bas discovered that Jithinm in 
combination with naltrexone ia some cases reduces manic 
and manic depressive b^lar symptoms, 

DESCRIPTION OF THE RELATED PRIOR ART 
A general discussion of tte effectiveness of tricyclic 
antidepressants and non-tricyclic a-typical antidepressants 
in iiOiibiting 5-HT and/or NJE. neuronal synaptic reuptake 
and in treating depression, along with the pharmacology of 
these compounds is found in Goodman and Gillman, the 
Pharmacological Basis of Therapeutics, 7th and 8th Eds. 
(MacMiHan Pubi Co.) Oiapt 19, Section 11 "Dnigs Used 
m the Treatment of Disorders of Mood"', incorporated by 
reference herein. According to the present invention, tricy- 
clic antidepressants include, but are not limited to, 
imipramine, amitriptyline, trimipramine, doxepin, 
desipramine, nortriptyline, protriptyline, amoxapine, ; 
ciom^ramine, maprotriline, and caibamazepine, and their 
pharmaceutically effective salts and esters, such as, but not 
limited to their hydro<Morides, malcates, tartrates and lac- 
tates. Although carbamaz^ine is proved in the U.S. as 
antiepileptic, it is chemically related to tricyclic < 
antidepressants, its actions on human brain neurons are not 
con^pletely known, and for the present invention it is clas- 
sified as a tricyclic antidepressant. See, Goodman and 
Gillman, The Pharmacological Basis of Tfierapemics^ ref- 
erenced above, 7th Ed,, page 457 et seq, 

Accordmg to the present invention, a-typical antidepres- 
sants include, but are not limited to, bupropion, sertcaliBe, 
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fluoxetine, and trazodone and thear phannacologically effec- 
tive satts and esters, such as, bot not limited to, tbeir 
hydrocbloiides, maieates, tartrates and lactates. 

Additional discus^on of these drag compounds and their 
analogs' pharmacologic actioa in inhibiting 5-HT ami N,E. 
and in treating depression is fonnd in the Physicum^s Desk 
Reference (PDR), 47th Ed., 1993, published by Medical 
Economics Co., Inc., M<Hit\raic, NJ., indexed by generic 
con^nnd name and incorporated by reference herein. 

Tbe opioid antagonists whidi may be employed in the 
present inventbn have been knovm for iise in treatment of 
opidid oveidose and to prevent abuse of opioids such as 
heroin or morphine. The pharmacology of opioid antagonist 
compounds are described in Goodman and Gilhnan, Phar- 
macohgicalBasis of IJterapeatics, 7th & 8th E<fe. (as noted 
above), ChapL 22, "Opioid Antagonister, incorporated by 
reference herein, and include, but are not hmited to 
cyclasxjcine, naloxone, opioid antagonist compounds having 
the same pentacyclic nscleixs as nahBC&ne, naltrexone, 
nalmefene, nalorphine, nalbuphine, fhebaine, levalloiphan, 
pentazocine, oxyroorphone, butocpfaanol, buprenotphine, 
Icvorphauol, mcpla^ol, dc^x^iiie, and peuUzocinc and 
their pharmacologically effective salts and esters such as, but 
not iim^ to ttieir hydrochlorides, maieates, tartrates and 
lactates. 

The generally accepted nse for opioid antagonisls in 
treatment of bumMi ailments has been for rcvetsji^ opioid 
toxicity and overdoes, and m preventh:^ abuse of opioids, 
such as hemin and mocphme. However, dovear, m VS. Pat. 
No. 5,028,612 incorporated by reference herein, discusses 
use of opioid antagonisls, such as naUrexooe, in a method for 
treatij^ emotional numbness where emotional numbness is 
^^conceptualized as a hiopsydbologicai response to extreme 
emotional or physical trauma" and is featuied by a person's 
subjective experience of inability to feel emotion&, and lack 
of care and concern for others. 

Glover also discloses that naltrexone may be used in 
treatment of emotional numbness coupled with other emo- 
tional disoiders, such as post traumatic stress syndrome, 
schizophrenia, depresabn, anxiety, hypocbondda, and psy- 
chomotor disorders, although no support for success in 
treating such patients is disclosed. 

Horrobin in U.S. Pat, No. 4^88324 discloses a method of 
moderatxag the effects of taku^ alcohol by a^mnxstemig, 
among other comjiositions, a. oon^osition of y-Hnolenic acid 
and/or ascorbic acid and^or ethyl alcohol and/or opioid 
ant^onist {See, cot 7, lines 30-35). Horrobin discloses that 
end(^enous opioid excess, si^spected in schizophrenia, 
coeliac diseases and psoriasis may be reversed fay opioid 
antagonists such as naloxone (See, U,S. Pat. No- 4,388,32, 
coL 3, lines 15-19). 

SUMMARY OF THE INVENTION 

In many cases of profound depression, tricyclic and 
a-typical antidepressants aud Hthium do not provide suffi- 
cient relief to patients so as to prevent suicide ideation or 
allow the patient to succcss&lly cany out continuous daily 
work routines and social routine activities. In some cases of 
endogenous depressioD, reactive depies^on, and in some 
cases where patients exhibit depression without smdde 
ideation, tricyclic and a-typical antidepressants and lithium 
do not satisfactorily control psAimi symptoms or condition. 

It is an object of the present inventicm to provide a novel 
method for treating depression, cAisessiveness, depression 
with obsessiveness, depression wiUi anxiety, mania, depres- 
sion associated with bipolar conditions such as mamc 
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depressioa, depression with manic episodes, and depression 
concomitant witti an flkiess caiisir^ seizures which are 
inhibited by carbamazKpine, or a combination of these 
mental or cmotionai illness^. These mental or emotional 
illnesses to be treated may or may not be successfiiUy 
treatable with a tricyclic or a~typical antidepressants or 
lithium or a benzodiazepine with anti-aiisiety activ^ or a 
combinatioa of these agents without caacoinitant opioid 
antagonist adntimstiadoa. The novel method o£ iT&atment is 
accomplished by adding an opioid antagonist drug com- 
poimd to the drag treatment regimen for emotional or m^tal 
illness or emotional or mentd illness concomitant with an 
iHness causing seizures- Preferably, flie opioid antagonist 
added to the treatment regjmen is naltrejcone {Trexaaa) given 
in an amount of 10-150 mg. per day, along with other 
medicatK>n for depression and/or manic or bq)olar disorder. 

It has farther been determined that such a drag combina- 
tion using an opioid aatagonist or partial antagonist 
decreases the craving for jaigars and carbohydrates often 
ea^erienced with conventional tricyclic and a-typical anti- 
depressant ther^y. 

Tbe amounts of tricyclic or a-typical antidepressant or 
lithium which may be used with opioid antagonist to adbieve 
the invention are dosage amounts typically given in tteat- 
ment of depression, mania, or manic depression b^olar 
conditions well known to physicians treating mental or 
emotional cosaditiaos and to phaimaosts, i^azmacolc^ists^ 
and those skilled in the art, and further are those as directed 
by the labelling for ttese drags as found in the 1993 PDR. 
The amount of opioid antagonist to be administered should 
be tailored to indisddual patient needs but generally is in the 
range of 10-150 ing^day. However, larger doses may be 
given if tolerated well by the patient, as needed. Appropriate 
and safe dosages for opioid antagonists are generally dis- 
cussed m the PDR for each opioid antagonist and in Good- 
man and Gillman, Pharmacological JBasis cf Tkeraprntics, 
referenced above, and also may be determined on a molar 
weight basis equivalent to that for 10-150 mg. of naltraxone 
(Trexan). 

Ibe tricyclic antideptessants which may be used m Uie 
pr^ent invention include, but are not limited, to imipramine, 
amitriptyline, trimipcamine, doxepin, desipramine, 
nortriptyline, protriptylino^ amoxapine, clomipramine, 
maprotiUne, and carbamaz^ine and their pharmaceutjcally 
effet^ve salts and esters. 

The a-typical antidepressants which may be used in the 
present inventkju inchade, but are iK>t limited to, bupropion, 
sertraline, fluoxetine, trazodone, and their pharmacologi- 
caiiy effective esters and salts. 

The opioid amagomst whidi may be used in the present 
invention include, but are not Hmited to, naloxone, opioid 
antagonist having the same penlacyclic nucleus as 
naimefene, naltrexone, nahaefene, nalorphine, nalbuphine, 
thebaine, levallorphan, oxymorphone, butorphanol, 
buprenorphine, levorphanol, meptazinoL, pentazocine, 
dezociiK, and their pharmacologically effective esters and 
sails. 

The pentacyclic nucleus is exemplified in the structural 
forarala for nalincfene ^own below: 




The opioid antagonist to be used in the invention may also 
possess some opioid a^nist activity, and &us may be a 
partial antf^omst with some agonist activify (paxtial agonist 
activity). 

0ETAIUED DESCRIPTION OF PREFERRED 
EMBODIMENTS 

The present invention relates to the use of opioid antago- 
nisis in combination with lithimn and/or a fticyclic antide- 
pressant and/or an a-typical antidepressant witii and without 
concomitant administratton of an and-anxiety agent sadti as 
a benzodiazepine to treat emotional or mental illness or 
emotional or mental illness concomitant wilh an illness 
causing seizures. 

It has been diK^ered that such a treatment results in 
remazkable alleviation of patients' suicide ideation and 
general depressed state or mania viiere such depressed or 
manic condition was refractive to treatment without <^ioid 
antagonist but with Zithimn and/or a tricyclic antidepressant 
andA>r an a-typical antidepressant 

Preferably, in the present invention, the patient is given a 
dose of 25 or 50 mg. of Trexan per day in the morning, 
depending on the size of the patient and the severity of the 
symptoms of depression. 

5Jome patients may experience i^cveral days of sleepiness 
when Trexan is used in combination wish tricyclic or 
a-typical antidepressants and in these patients an alternative 
dose would be in &e neig^orhood of 10 mg taken at 
bedtime for the first three days of admmistration. On the 
fourth day, 10 may be administered aad assuring that no 
sleepiness is evident the dose should be advanced to 25 mg. 
each morning for the next four weeks. In some individuals, 
especially those experiencing seasonal depresskins, admin- 
istration at n^t may be more effective and that effect would 
be noted within a few days of switclm^ the time of 
admimstration following the first month of treatment. After 
one month of treatment, some individuals showing a 
response to the psydiotropic medicine that is being given 
concurrently may gel a response by increasii^ the dose of 
the opioid antagonist. In the case of Tnexaiv a dose of 50 mg. 
has been effective in getting response to develop. 

A number of adverse effects of the administration of 
psychotrcjpics have been observed to dimimsh upon this 
combination dicrapy, most notably the wci^st gain associ- 
ated with long term administration of tricyclics. The effect of 
usir^ opioid antagonists to augment treatment with psycho- 
tropic medications is not restricted to depressive disorders as 
attenuation of hostility and irritability by antidepressant 
ixiedicaiions has been enhanced as wefl as the redut^oii in 
anxiety states and obses^ve compulsive states. The facili- 
tation of effect is not restricted to those ^o are non- 
responsive to psy<diotropic agents but has been observed in 
those who have had re^oisses which, wMe satisfE^ctory to 
the patient, were many times improved upon augmentation 
with the opioid antagonist. 
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The padents whose treatBoeat with antidepressaixts aie to 
be supplemented by ben2odia2epine medication eiqjedeace 
a dramatic decrease in their rcqpiirement for those categories 
of medication upon siKXsess&il oonibiaatk>n of the antide- 
pressant bei!^ taken with naltrexone* In several cases 
studied, treatment with &e opioid antagonist alone was 
corapleteiy ^msatisfactory as was treatment with the psycho- 
tropic medication by itselt Hiis phenomena has been noted 
with amitriptyline (Elavil), ciom:q>ramine (Anafranfl), imi- 
praminc (Tofranil), and sertraline l^drodiloridc (Zolofi) and 
Ltthcum. Pioinlsk^ results have also been obtained with 
carbamazepine (Tegretal), and flnoxetiae (Prozac). 

Patients shooLd be warned about not stoppmg benzodiaz- 
epine medidnes sudi as alpiazolam (Xanax) or lorazepam 
(Ativan) vwthoBt supeiviston otherwise their perception of 
not needing the efteds of these anti-anxiety agents may fcad 
them to stop too abrB5)tly and precipitate withdrawal symp- 
toms. Occaskiaally, in the first three to five days of 
administration, patients describe costomaiily pleasant 
dreams replaced by amdoos or irritable dreams. This pbe- 
aomena subsides after ?i few days. 

The invention win be more fiilly imderstood by reference 
to the fotlowing examples. 

EXAMPLE 1 

A woman in her thirties who had a long history of 
depression treatment failiiie reqnested new treatment She 
had, at various times, been biilimic, self-mntilating, 
alcoholic, and subject to obsessive thoughts. She bad recur- 
rent major d^rcs^vc epfeodes which included characteristic 
vegetative si^ts of dasturbed sleep, decreased appetite, 
energy, ability to cpncostrate and remember as weU as the 
affective symptoms of sadness, incitability, and intense anxi- 
ety. At fee time new treatment was begmi, she presented 
symptoms of depressk>n and insomnia. A variety of actMe- 
pressants were tried, the last being cbmipramine hydrochlo- 
ride (Ana&ani!), approved as an anti-obsessive drag m the 
VS. but a qmte effective antidepressant in use in other 
countries for many years. At a dose of 200 mg. Ana&anil at 
bedtime, she got a very minimal lifting of depression but 
was able to sleep. Months later, she pr^ented, having 
disoontirnied the Anafranil some time before but then noted 
a return of incareased depression and insomnia. 

Restarting the Anafraoil improved her sleep but little else. 
Tiexan was added at a dose of 50 mg. daify in the morning 
and firom three to five wee^s a&et beginQi% tins is^mesi, 
she noted a diamatK; iifiii^ of die depression. 

Afier a period on fiill doses of Ana&aail, Anaficanil was 
slowly withdrawn stoppii^ at 50 n^, of the antidepressant 
at ni^t. She had a moderate reductioD in mood but insisted 
that bhe slOl had an impressive fcsull compared to post- 
treatmenL 

The Trexan was given dt nigjit instead of in the mining 
and she experienced an immediate retum of depression and 
of spedai note, a retum of whaX she described as obsessive 
thon^ts and behaviors. Reinstatement of the Trexan in the 
mocnii^ resulted in immediate retom of fiie ameliorative 
effect on depression and the cessation of obsessive &iB3dng- 

Ihc patient was returned to tnsatment with 150^200 mg, 
Anafraoil at nigjit and 50 mg. Trsxan in the morning with 
good results. 

EXAMPLE2 

An obese woman in her thirties who had been hospitaIi2£d 
for recuTPcnt major depressive symptoms requested treat- 
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mettt. She also had vegetative sigqs and was £peqiiea11y 
suicadaL She was treated with large doses of aimtr^tyline 
(Elava), fluoxetine hydrochloride (Prozac) and eveatuafly 
sertraline hydrochloride (2joioft) with mai^nai cfBscta She 
then took a lethal overdose of amitr^tyline which she 
surprisingly survived. I>uring her last hospital stay, a 
stinndant, JRitalia, was added in doses up to 160 mg. daily 
because of her lifeloi^ distractibility and sdiool dif&calties 
consistent wi& Attention Defidl Disorder. She felt markedly 
better on Ritalin plus Zoloft 150 mg. in the moxnii^ but still 
complamed of craviag for sweets, a fircqucot side e^fifect of 
antidepressant therapy which in her case resulted in 100 lb., 
phis^ wci^t gain. She was also taking substantial doses of 
alprazalom (Xanax). The combmatmn allowed her to be out 
of a hospital and reasondsly non-^cidal. 

She was started on Trexan, 25 cdtg., in the morning without 
maMD^ any other diaoges. \ery rapidly ^e lost her craving 
for sowects and a weight loss efibrt which was stalled tooik 
oflE. She lost finrty pounds in three weeks. Afier three weeks 
of Trcxan augmentation ^le started to feel "Happy" and 
without proaq)tii]^ she discontinued aU use of Xanax. The 
dosagp of Kitalin was then rcduocd. While on combinatiosi 
ther^y of Zoloft, Ritalin and Trcxan, the patient has had mo 
suicide ideation and continues to report being happy. 

The fcjss of a carbohydrate craving is also of note as this 
is one of the most prominent causes of non-compliance in 
depressed patients. She was maintained with Zoloft, Ritalin^ 
and Trexan 50 mg, dosing in the morning. 

EXAMPLES 

An obese man with a history of chronic recurrent depres- 
sive episodes especially cha.racteazed by e:^lDsive rage and 
a pervasive irritability requeued treatm^it He had racing 
thoTJ^hts and ^qnent swin^ in ene^. In addition, he was 
subject to disf ractibility going back throng early childhood. 
His di^?KJsis was Bipolar Mood Disorder, type 2. He 
responded to Amitcq>tyline 2<K) mg. at bedtime augmented 
by lithium Carbonate \tp to 9(K) mg. daily. He was pleased 
with his result notii:^ diminishing an^r, better self control 
and was willing to live with the craviiig^ for sweets which 
treatment brought out despite gaining about 80 lbs. Then, 
25-50 mg- of Trexan was added to his medicines taken in the 
morning and again after three to fcrnr weeks he noted a 
dramatxcally better mood. 

He reported, "This is s^ram^e. All my life I've been 
suspicious aM have looked at things expecting tb& worst. I 
have always been negative. Now I*m looking at things 
positively and it feels weird." He asnunented that he no 
longer craved sweets and reported losiog about 10 lbs. a 
week. He said that his mood swin^ wi^e gone and his anger 
was con^letely gone. This result was dramatically different 
than what was evident before the Tiexan was added. He was 
tibien fired in a corporate downsizii^ and reported that he did 
not un^rstaod why he was just calmly going about the 
transition rather than fallh]^ apart. 

EXAMPLE 4 

A recoverii]^ alcoholic about age sixty with a major 
depression requested new tieatment He commented that he 
had not been happy for at least twenty five years. He was 
started on Zoloft, 50 mg, in the mormng and 10, 50 mg. 
Trexan tablets with tbe instmction to take 25 mg. eadi 
morning until \^ ran out. Be had been takii^ lorazcpam 
(Ativan) a 5 mg, four times a day for some time and was 
anxious that it be continued. Afiier three weeks, he reported 
that the **2!oloft** was working and elected to stop taking the 
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Trexan since he "covidn't feel it do anything^. He said he 
was feeling hapgy for tiie first time and tbsA on ids own he 
had Mopped taking tiie Ativan except occaaonaBy at i%ht 
Qae monlh later, he was cot feeHng qmte as weH aad had 
resumed tbe fiill dose of Ativan. 

He was iostnicted that he may have responded b^ter to 
the Zoloft cadicr because of ftic concuircnt use of Trcxan 
and he ooosented to restait it. One month lal^ he reported 
his depressioa was gor^, and had again, without prompting, 
discontimied flje use of Ativan. 

EXAMPLES 

A chronicaliy depressed, agoraphctoic wonaaa requested 
treatment for relief from severe suicidal depressive episodes. 
Due tQ her promiiKnt phobic symptoms, she was :Uarted on 
imtptanmie 150-300 nag. at bedtime with equivocal results. 
A shi& to Ana&aml at sinutar doses resulted in a s^oifi- 
cantly t)etfcKr hfting of her mood but she was stiU quite 
inipaired and subject to mood swings. One weekend she 
called and requested hospitalization due to yesy urgent 
wishes to kill hoself. She happened to mention that Darvon 
would usually stop the uige to Idll herself and ra&er than put 
her in hospi^ sl^ was gjwen Darvoai temporarily. 

She was then started tm Trexan 25 mg. in the monung 
with imipramhie and three weefcs later she fell ^cored". 
Because of fer concern about expense, she stopped the 
Trexan without telhog her physician and presented again a 
few weeks later in a madixdiy depressed state de^ite 
continuij]^ the xmiprannne. She was instmaed to re^an tibte 
Trexan and after several weeks she had an enonnously 
improved mood and a marked redodion in her agora^hob^ic 
symptoms, in this lady, ooncurrcnt antidepressant with nal- 
trexone was i^cessary to prevent KkeKhood of losing the 
patient to suicide or a return of severe de^pressioiL 

EXAMPLE 6 

A fifty-some year old man with recurrent episodes of 
depression and explosive rage was bemg treated wilh imi- 
pramiie for some tfaiec monftius prior to being admitted to the 
hospitaL He was already tyii^ the lopc around his neck 
when the poHce grabbed him. Three weeks affe^ adding 
Trexan at 25 mg. in the morning to im^ramine 175 mg. at 
bedtime^ he began to describe a Kfiing of his depression and 
irritability and became quite social and lively. 

EXAMPI^7 

Awomfflft in hsi mid-^jirties who had a leaking aneurysm 
requiring destmt^ve brain surgery and releaming to speak, 
was treated- She had a lifelong history of depression and had 
been deeply depressed when seen. Treatment with 175 mg. 
of iK)rtcipt5^ise (Pamelor) for many months had resulted in 
equivocal nnprovement ^er four weeks of Trexan 25 mg. 
in the morning with Pamelor, she began a marked and 
sustained remissxoa of depression described by &e patient as 
the best ever, 

EXAMPUE8 

An operating room nucse with a bipolar depression which 
resisted tricycUcs, a-typical antidepressants, and lithium. 
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akme, leqaested treatment She was takir^ 600 mg. of 
TegEtal at bedtime when sjarted on Trexan and was only 
taking the feg^etal to sle^. She had no antidqwessant effea. 
She was then started on 50 n^. of Trexao with Tegrctal and 
she slept for three days. She was instructed to dissolve the 
Txesan in wat^ and take gradually increasing doses begm- 
ning with less, than 2 mg. per day- She was able to increase 
to 25 mg. daily and a£ter several months became almost 
hypomani<^ requiring periodic discontinuation of the Trexan 
to avoid becoming giddy on the job. She reported that it was 
&c first mcdiciae combloation ^e had taken Omi Improved 
her naood reliably. 

Tegretal is a tricyclic bat an anticonvulsant/antimaQic 
rather than antidepressant. 

EXAMPUE9 

It is expected that the patient of Example above, would 
improve even lurdier if her treatment with Tegretal plus 
Trexan (25 mg.) was sapplemented or replaced with treat- 
ment administering lidnom phss 25 mg- Tiexan. This latter 
combination would solve her problems do^s^ herself with 
Tegretal and Trexan inteimitfently correct her excess giddi- 
ness or mania, while preventing depressive episodes. 

What is claimed is: 

1. A method of treating depression associated with 
alcoholism, compri^ii^ admini^mng to a patient a phar- 
macologically eflfeclive dose of an opioid antagonist having 
a pentacycHc nucleus structurally analogous to naltrexone, 
naloxone, and nahnefene, and a phatoiacologically effective 
dose of an antidepressant corapoond selected from the group 
consisting of a serotonin reuptake inhibitoE^ a tricyclic 
antidepressant, an atypical antidepressant, and lithiun, their 
pliaim<«;ulogically cITtxitive salts and Cbteis, or cumbiua- 
tioos thereof. 

2. Hie method of claim 1, wherein said opioid antagonist 
is selected &om the group consisting of naltrexone 
hydrochloride, nalmefene, and the salt and esters of 
iMibnefene. 

3. The method of claim 1, wherein the ffearmacologicatly 
effective dose of said opioid antagonist is a molar equivalent 
we%ht to 25 mg. of naltrexone hydrochloride. 

4. The method c€ claim 1, wherein the phamiacologically 
ef^edive dose of said opioid antagonist is a molar equivalent 
weiybft to 10 mg, of naltrexone hydrochloride, 

5. The method of daim 1 whereia said opioid antagonist 
and said ^tidepressant consponnd are admmistered using a 
phannaceutically acceptable cartier, 

6. The method of claim 1, wherein said cintidepressanl 
compound is selected from tb& group consisting of 
bupropion, sertraline, fluoxetinej paroxetine, trazodone, and 
their pharmaooIcgicaBy salts and ester, and combinatrons 
thercc^. 

7. Hae method of claim 1, wiierein said depressed patient 
is concomitantly bcic^ treated for a disorder selected from 
the group consisting of anxiety, mania, and convulsive 
disorder, wherein said anxiety disorder is being treated with 
a benzodias^ine compound, said mania is bcir^ treated 
with lithium and said oonvukive disorder is being tieated 
with an anticonvulsive active componnd. 
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complications of sudden steroid 

Safe use of Nalfon during pregnancy 
' not been established; therefore, adminis- 
i; patients and nursing mothers is not 
duction studies have been performed m 
Jfhen fenoprofen was given to rats during 
tinued until the time of labor, parturition 
p results have been found with other 
J'iQflammatory drugs that inhibit "prosta- 

Fenoprofen calcium is not recom- 
, iihildren because documented clinical ex- 
' insufTident to establish safety and a suit- 
iin the pediatric ^e group. 

moNs 

Jitaitiies for rheumatoid arthritis, osteoarthri* 
rate pain and studies of pharmacokinet- 
i^ere compiled from a checklist of potential 
'and the following data emerged. These 
rations in 6,786 patients, including 188 ob- 
Z weeks. For comparison, data are also 
jEomplaints received from the 266 patients 
0 in these same trials. During short-term 
I, the incidence of adverse reactions was 
\tiian'that seen in longer-term studies. 
"Am THAN 1% 
' ^tionship 

,f^During clinical trials with Nalfon® 
' ' I, USP), the most common adverse reac- 
1 in nature and occurred in 20.8% 
.„ Nalfon as compared to 16.9% of pa- 
^^jkcebo. In descending order of frequency^ 
'Included dyspepsia (10.3%, Nalfon, vs 2.3%, 
T% vs 7.1%), constipation (T% vs 1.5%), 
%p^o\ abdominal pain (2% vs 1.1%), and 
Ji^'4;i%). 

^ . mtmued because of adverse gastrointesti- 
^'}es$ than 2% of patients during premarket- 

-MRie most frequent adverse neurologic 
" acbfe(8J% treated vs'7.5% placebo) and 
j6jv8fi.4%)^Di2ziness (6.5% vs 5.6%), tremor 
jwdwnfusion (1.4% vs none) were noted less 

^^;-Jinued in less than 0.5% of patients be- 

effects during premarketing studies. 
■"^^-^TS^— Increased sweating (4.6% vs 0.4%), 
" \ and rash (3.7% vs 0.4%) were re- 



;;^&iued in about 1% of patients because of 
jijekted to the skin during premarketing 

*Pinmtus (4.5% vs 0.4%), blurred vision 
d decreased hearing (1.6% vs none) were 

- ■ 

tinned in less than 0.5% of patients be- 
" effect^ related to the special senses during 

l^pita'tions (2.5% vs 0.4%). 
' ded in about 0.5% of patients because 
" 'ar reactions during premarketing 

Vvflasness (5.7% vs 1.5%), asthenia (5,4% 
'"il edema (5.0% vs 0.4%), dyspnea (2.8% vs 
fttWys 1.5%), upper respiratory infection 
]^4iidtn'a8opharyngiti8 (1.2% vs none), 
^"S.THAN 1% 



c reactions, occurrii^ in less than 1% of 
.Wiported in controlled clinical trials and vol- 
ide 'since Nalfon® (Fenoprofen CJalcium; 
j'ttiarketed. The probabiii^ of a causal 
« between Nalfon and these adverse reac- 
\^^:^>.-^ ' 

atritis, peptic ulcer with/without per- 
1 hemorrhage, anorexia, flatulence, 
"Mood in the stool Increases in alkaline phos- 
d S(30T, jadndice, and cholestatic hepatitis 
Jto Precautions). • 

" rt— Dyfiuria, cystitis, hematuria, oliguria, 
mt€*stitial nephritis, n^phw^is, and papil- 



"lAtgibedema (angioneurotic edema). 

\ liruising, hemorrhage, thrombocy- 
"fflhemia, aplastic anemia, agranulocyto- 

i&iphyiaxis, urticaria, malaise, insomnia, 

fimNl% 
^^Uftknown 

d either in clinical trials or spontane- 
*;k drcumstances in which a causal relation- 
'ttfeblished. However, with these rarely 
tte possibility of such a relationship can- 



not be excluded. Therefore, these observations are listed to 
alert the physician, 

BHn and Appendages —Exfoliative dermatitis, toxic epider* 
mal necrolysis, Stevens-Johnson syndrome, and alopecia. 
Digestive System —Aphthous ulcerations of the buccal mu- 
cosa, metallic taste, and pancreatitis. 
Cordiovoscu/cr —Atrial fibrillation, pulmonary edema, 
electrocardiographic changes, and supraventricular 
tachycardia. 

Nervous System — Depression, disorientation, seizures, and 
trigeminal neuralgia. 

Specie ? Senses— Burning tongue, diplopia, and optic 
neuritis. 

Miscellamous — Peraonality change, lymphadenopathy, 
mastodynia, and fever. 

OVERDOSAGE 

Signs and Symptoms— Symptoms of overdose appear within 
several hours and generally involve the gastrointestinal and 
central nervous systems. They include dyspepsia, nausea, 
vomiting, abdominal pain, dizziness, headache, ataxia, tinni- 
tus, tremor, drowsiness, and confusion. Hyperpyrexia, tachy- 
cardia, hypotension, and acute renal failure may occur 
rarely following overdose. Respiratory depression and meta- 
bolic acidosis have also been reported following overdose 
with certain NSAIDs. 

Treatment —Ho' obtain up-to^ate information about the 
treatment of overdose, a good resource is your certified Re- 
gional Poison CJontroI (Center. Telephone numbers of certi- 
fied poison control centers are listed in the Physicians' Desk 
Reference (PDRX In managing overdosage, consider the possi- 
bility of multiple drug overdoses, interaction among drugs, 
and unusual drug kinetics in your patient. 
Protect the patient's airway and support ventilation and 
perfusion. Meticulously monitor and maintain, within ac- 
ceptable limits, the patient's vital signs, blood gases, serum 
electrolytes, etc. Absorption of drugs from the gastrointesti- 
nal tract may be decreased by giving activated charcoal, 
which, in many cases, is more effective than emesis or la- 
vage; consider charcoal instead of or in addition to gastric 
emptying. Repeated doses of charcoal over time may hasten 
elimination of some drugs that have been absorbed. Safe- 
guard the patient's airway when employing gastric empty- 
ing or charcoal, 

Aikalinization of the urine, forced diuresis, peritoneal dialy- 
sis, hemodialysis, and charcoal hemoperfusion do not en- 
hance systemic drug elimination. 

DOSAGE AND ADMINISTRATION 

Analgesia —For the treatment of mild to moderate pain, the 
recommended dosage is 200 mg every 4 to 6 hours, as needed. 
Rheumatoid Arthritis and Osteoarthritis —The su^ested 
dosage is 300 to 600 mg, 3 or 4 times a day. The dose Should be 
tailored to the needs of the patient and may be increased or 
decreased depending on the severity of the symptoms. Dos- 
age adjustments may be made after initiation of drug ther- 
apy or during exacerbations of the disease. Total daily dos- 
age should not exceed 3,200 mg. 

If gastrointestinal complaints occur, Nalfon® (Fenoprofen 
C^cium, USP) may be ad]^i3tered with meals or with 
milk. Although the total amount absorbed is not affected, 
peak blood levels are delayed and^feainished. 
Patients with rheumatoid arthritis generally seem to re- 
quire larger doses of Nalfon than do those with osteoarthri- 
tis. The smallest dose that yields acceptable control should 
be employed. , ■ • • 

Although improvement may be seen in a few days in "many 
patients, an additional 2 to 3 weeks may be required to gauge 
the full benefits of therapy. ' 

HOW SUPPLIED 

(R) Pulvules: 

200 mg* (white and ocher) (No. 415)— adenti-Codef H76) 

(RxPakt of 100) NDC 07774)876-02 

300 mg* (yellow and ocher) (No. 416)— (Identi-Codef H77) 

(RxPakJ of 100) NDC 0777-0877-02; (600s) NDC 0777- 

0877-03 

(R) Tablets (DISTA imprinted on one side, NALFON on 
other side): 

600 mg* (yellow, paracapsule-shaped, scored) (No, 
1900>-(RxPak|'of 100) NDC 0777-2159-02; (500s) NDC 
0777-2159-03 



* Equivalent to fenoprofen. 
t Identi-CodeCK) (formula identification code, Dista). 
} Ail RxPaks (prescription packages, Dista) have safey clo- 
sures. 

Store at controlled room temperature, 59° to S^F (15° to 
30*0. < 
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PR02AC(e) 
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{fluoxetine hydrochloridel 



DESCRIPTION 

Prozac® (Fluoxetine Hydrochloride) is an antidepressaiit 
for oral administration; it is chemically unrelated to tricy- 
clic, tetracyclic, or other available antidepressant agents It 
is designated ^±^N*methyl-3-phenyl-3-l^a,a,a-t^ifiuoro-p- 
tolyi)oxy]prOpylamine hydrochloride and has the empirical 
formula of C17H18F5NO.HCI. Its molecular weight is 345.79. 
The structural formula is: 



CHCHgCHgNHCHg • HCl 



Fluoxetine hydrochloride is a white to off-white crystalline 
solid with a solubility of 14 mg/mh in water. 
Each PulvuleCs) contains fluoxetine hydrochloride equiva- 
lent to 10 mg (32.3 jxmol) or 20 mg (64.7 jamol) of fluoxetine. 
The Pulvules also contain F D & C Blue No. 1, gelatin, iron 
oxide, silicone, starch, titanium dioxide, and other inactive 
ingredients. 

The oral solution contains fluoxetine hydrochloride equiva- 
lent to 20 mg/5 mL (64.7 jimol) of fluoxetine. It also contains 
alcohol 0.23%, benzoic acid, flavoring agent, glycerin, 
purified water, and sucrose. 
CLINICAL PHARMACOLOGY 

Pharmacodynamics —The antidepressant and antiobsessive- 
compulsive action of fluoxetine is presumed to be Imked to 
its inhibition of CNS neuronal uptake of serotonin. Studies 
at clinically relevant doses in man have demonstrated that 
fluoxetine blocks the uptake of serotonin into human plate- 
lets. Studies in animals also suggest that fluoxetine is a 
much more potent uptake inhibitor of serotonm than of 
norepinephrine. 

Antaigonism of muscarinic, histaminergic, and aj-adrenergic 
receptors has been hypothesized to be associated with vari- 
ous anticholinergic, sedative, smd cardiovascular effects of 
classical tricyclic antidepressant drugs. Fluoxetine binds to 
these and other membrane receptors from brain tissue much 
less potently in vitro than do the tricyclic drugs. 
Absorption, DistributioTi, Metabolism, and Excretion: 
Systemic Bioavailability— In man, following a single oral 40 
mg dose, peak plasma concentrations of fluoxetine from 15 to 
55 ng/mL are observed after 6 to 8 hours. 
The Pulvule and oral solution dosage forms of fluoxetine are 
bioequivalent Food does not appear to affect the systemic 
bioavcdiabUity.of fluoxetine, although it may delay its ab- 
sorption inconsequentially. Thus, fluoxetme may be admin- 
istered with or without food. 

Protein Binding — Over the concentration range from 200 to 
1,0(X) ng/mL, approximately 94.5% of fluoxetine is bound in 
vitro to hujnan serum proteins, including albumin and ay 
glycoprotein, .The interaction between fluoxetine and other 
highly protein-bound drugs has not been fully evaluated, but 
may be important {see Precautions), 
Enantiomers — Fluoxetine is a racemic mixture (50/50) otR- 
fluoxetine and S -fluoxetine enantiomers. In animal models, 
both enantiomera are specific and potent serotonin uptake 
inhibitors with essentially equivalent pharmacologic activ- 
ity. The S -fluoxetine enantiomer is eliminated more slowly 
and is the predominant enantiomer present in plasma at 
steady state. 

MetgAolism — Fluoxetine is extensively metabolized in the 
liver to norfluoxetine and a number of other, unidentified 
metabolites. The only identified active metabolite, nor- 
fluoxetine, is formed by demethylation of fluoxetine. In ani- 
mal models, S -norfluoxetine is a potent and selective inhibi- 
tor of serotonin uptake and has activity essentially equiva- 
lent to R~otS -fluoxetine R -norfluoxetine is significantly 
less potent than the parent drug in the inhibition of seroto- 
nin uptake. The primary route of elimination appears to be 
hepatic metabolism to inactive metabolites excreted by the 
kidney. 

Clinical Issues Related to Metaboli&m/Elimination—fhe 
complexity of the metabolism of fluoxetine has several 
consequences that may potentially affect fluoxetine's 
clinical use. 

Variability in Metabolism — A subset (about 7%) of the popu- 
lation has reduced activity of the drug metabolizing enzyme 
cytochrome PA450IID6, Such mdividuais are referred to as 

Continued on next page 

This product Information was prepared in June 1994. 
Current information on these and other products of Dista 
Products Products Company may be obtained by direct 
inquiry to UHy Research Laboratories, Lilly Corporate 
Center. Indianapolis, Indiana 46285, (800) 545-5979. 
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Dista— Cont. 

"poor metaboHzers" of drugs such as debrisoquin, dextro- 
methorphan, and the tricyclic antidepressants. In a study 
involving labeled and unlabeled enantiomers administered 
as a racemate, these individuals metabolized S -fluoxetine at 
a slower rate and thus achieved higher concentrations of ' 
S -fluoxetine. Consequently, concentrations of S -norfluoxe- 
tine at steady state were lower. The metabolism of -fluoxe- 
tine in these poor metabolizers appears normal. When com- 
pared with normal metabolizers, the total sum at steady 
state of the plasma concentrations of the 4 active enantio- 
mers was not significantly greater among poor metabolizers. 
Thus, the net pharmacodynamic activities were essentially 
the same. Alternative, nonsaturable pathways (non-IID6) 
also contribute to the metabolism of fluoxetine. This ex- 
plains how fluoxetine achieves a steady-state concentration 
rather than increasing without limit 
Because fluoxetine's metabolism, like that of a number of 
other compounds includmg tricyclic and other selective sero- 
tonin antidepressants, mvoives the P450nD6 system, con- 
comitant therapy with drugs also metaboUzed by this en- 
zyme system tsuch as the tricyclic antidepressants) may lead 
to drug interactions (see Drug interactions under Precau- 
tions). 

Accumulation and Slow Elimination — The relatively slow 
elimination of fluoxetine (elimination half-life of 1 to 3 days 
after acute administration and 4 to 6 days after chronic ad- 
ministration) and its active metabolite, norfluoxetine (elimi- 
nation half-life of 4 to 16 days after acute and chronic admin- 
istration), leads to significant accumulation of these active 
species in chronic use delayed attainment of steady state, 
even when a fixed dose is used. After 30 days of dosing at 40 
mg/ day, plasma concentrations of fluoxetine in the range of 
91 to 302 ng/mL and norfluoxetine in the range of 72 to 258 
ng/mL have been observed. Plasma concentrations of fluoxe- 
tine were higher than those predicted by single-dose studies, 
because=fhaoxetine's metabolism is not proportional to dose. 
Norfluo^^ine, however, appears to have linear pharmacoki- 
netics, ^jnean terminal half-life after a single dose was 8.6 
days amiZafter multiple dosing was 9.3 days. Steady state 
levels aS^f prolonged dosing are similar to levels seen at 4-5 
weeks, -f. -i 

The long'^Umination half-hves of fluoxetine and norfluoxe- 
tine assp^;! that, even when dosing is stopped, active drug 
substanOCwill persist m the body for weeks (primarily de- 
pendin^<il individual patient characteristics, previous dos- 
ing regimen, and length of previous therapy at discontinua- 
tion). TBvs' is of potential consequence when drug discon- 
tinuatiofi: IS required or when drugs are pr^cribed that 
might irfl^ract with fluoxetine and norfluoxetine following 
the disc<Hitinuation of Prozac® (Fluoxetine Hydrochloride). 
Liver Pj^ease — As might be predicted from its primary site 
of metaSolism, liver impairment can affect the elimination 
of fluoxetine. The elimination half-life of fluoxetine was pro- 
longed in^ study of cirrhotic patients, with a mean of T.6 
days compared to the range of 2 to 3 days seen in subjects 
without U^er disease; norfluoxetine elimination was also 
delayed, i^th a mean duration of 12 days for cirrhotic pa- 
tients coji*gared to the range of 7 to 9 days in normal sub- 
jects. Thissuggests that the use of fluoxetine in patients with 
liver dis^i^ must be approached with caution. If fluoxetine 
is adminisfered to patients with liver disease, a lower or less 
frequent dose should be used {see Precautions arid Dosage 
and Administration). 

Renal Disease — In single dose studies, the pharmacokinetics 
of fluoxetine and norfluoxetine were similar among subjects 
with all levels of impaired renal function including anephric 
patients on chronic hemodialysis. However, with chronic 
administration, additional accumulation of fluoxetine or its 
metabolites (possibly including some not yet identified) may 
occur in patients with severely impaired renal function 
and use of a lower or less frequent dose is advised (see 
Precautions). 

Age—The disposition of single doses of fluoxetine in healthy 
elderly subjects (greater than 65 years of age) did not differ 
significantly from that m younger normal subjects. How- 
ever, given the long half-hfe and nonlinear disposition of the 
drug, a single-dose study is not adequate to rule out the possi- 
bility of altered pharmacokinetics in the elderly, particu- 
arly if they have systemic illness or are receiving multiple 
irugs for concomitant diseases The effects of age upon the 
metabolism of fluoxetine have been investigated in 260 el- 
ieriy but otherwise healthy depressed patients ( S 60 years of 
ige) who received 20 mg fluoxetine for 6 weeks. Combined 
luoxetine plus norfluoxetine plasma concentrations were 
J09.3 ± 85.7 ng/mL at the end of 6 weeks. No unusual age- 
issociated pattern of adverse events was observed in those 
Iderly patients. 
'Clinical Trials: 

depression— The efficacy of Prozac for the treatment of pa- 
lents with depression ( > 18 years of agej has been studied in 
- and 6- week placebo-controlled trials. Prozac was shown to 
e significantly more effective than placebo as measured by 



the Hamilton Depression IRating Scale (HAM-D). Prozac was 
also significantly more effective than placebo on the HAM-D 
subscores for depressed mood, sleep disturbance, and the 
anxiety subfactor. 

Two 6-week controlled studies comparing Prozac, 20 mg, and 
placebo have shown Prozac, 20 mg daily, to be effective in the 
treatment of elderly patients { > 60 years of age) with depres- 
sion, In these studies, Prozac produced a significantly higher 
rate of response and remission as defined respectively by a 
50% decrease in the HAM-D score and a total endpoint 
HAM-D score of < 7. Prozac was well tolerated and the rate 
of treatment discontinuations due to adverse events did not 
differ between Prozac (12%) and placebo (9%). 
Obsessive Compulsive Disorder.— The effectiveness of Prozac 
for the treatment for obsessive compulsive disorder (OCD) 
was demonstrated in two 13-week, multicenter, parallel 
group studies (Studies 1 and 2) of adult outpatients who re- 
ceived fixed Prozac doses of 20, 40, or 60 mg/day (on a once a 
day schedule, in the morning) or placebo. Patients in both 
studies had moderate to severe OCD (DSM-III-R), with mean 
baseline ratings on the Yale-Brown Obsessive Compulsive 
Scale (YBOCS, total score) ranging from 22 to 26. In Study 1, 
patients receiving Prozac experienced mean reductions of 
approximately 4 to 6 units on the YBOCS total score, com- 
pared to a 1-unit reduction for placebo patients. In Study 2, 
patients receiving Prozac experienced mean reductions of 
approximately 4 to 9 units on the YBOtlS total score, com- 
pared to a 1-unit reduction for placebo patients. While there 
was no indication of a dose response relationship for effec- 
tiveness in Study 1, a dose response relationship was ob- 
served in Study 2, with numerically better responses in the 2 
higher dose groups. The following table provides the outcome 
classification by treatment group on the CGI improvement 
scale for studies 1 and 2 combined. 



Outcome Clarification {%) on CGI Improvement Scale 
for Completers in Pool of Two OCD Studies 



Classification 



Placebo 



Prozac 



20 mg 40 mg 60 mg 

Worse 8% 0% 0% 0% 

No Change 64% 41% 33% 29% 

Minimally Improved 17% 23% 28% 24% 

Much Improved 8% 28% 27% 28% 

Very Much Improved 3% 8% 12% 19% 



Exploratory analyses for age and gender effects on outcome 
did not suggest any differential responsiveness on the basis 
of age or sex. 

INDICATIONS AND USAGE 

ffepression— Prozac® (Fluoxetine Hydrochloride! is indi- 
cated for the treatment of depression. The efficacy of Prozac 
was established in 6- and 6-week trials with depressed outpa- 
tients (> 18 years of age) whose diagnoses corresponded 
most closely to the DSM-III category of major depressive 
disorder (see Clinical Trials under Clinical Pharmacology). 
A major depressive episode implies a prominent and rela- 
tively persistent depressed or dysphoric mood that usually 
interferes with daily functioning (nearly every day for at 
least 2 weeks); it should include at least 4 of the following 8 
symptoms; change in appetite, change in sleep, psychomotor 
agitation or retardation, loss of interest in usual activities or 
decrease in sexual drive, increased fatigue, feelings of guilt 
or worthlessness, slowed thinking or impaired concentra- 
tion, and a suicide attempt or suicidal ideation. 
The antidepressant action of Prozac in hospitalized 
depressed patients has not been adequately studied. 
The effectiveness of Prozac in long-term use, that is, for more 
than 5 to 6 weeks, has not been systematically evaluated in 
controlled trials. Therefore, the physician who elects to use 
Prozac for extended periods should periodically reevaluate 
the long-term usefulness of the drug for the individual 
patient. 

Obsessive-Compulsive Disorcfer— Prozac is indicated for the 
treatment of obsessions and compulsions in patients with 
obsessive-compulsive disorder (OC©), as defined in the DSM- 
III-R.-; ie, the obsessions or compulsions cause marked dis- 
tress, are time-consuming, or significantly interfere with 
social or occupational functioning. 
The efficacy of Prozac was established in 13-week trials with 
obsessive-compulsive outpatients whose diagnoses corre- 
sponded most closely to the DSM-III-R category of obsessive- 
compulsive disorder (see Clinical Trials under Clinical 
Pharmacology). 

Obsessive-compulsive disorder is characterized by recurrent 
and persistent ideas, thoughts, impulses, or images (obses- 
sions) that are ego-dystonic and/or repetitive, purposeful, 
and intentional behaviors (Compulsions) that are recognized 
by the person as excessive or unreasonable. 
The effectiveness of Prozac in long-term use, ie, for more 
than 13 weeks, has not been systematically evaluated in pla- 
cebo-controlled trials. Therefore, the physician who elects to 
use Prozac for extended periods should periodically reevalu- 



ate the long-term usefulness of the drug for the individual 
patient (see Dosage and Administration). 

CONTRAINDICATIONS 

Prozac(S) (Fluoxetine Hydrochloride) is central ndica ted in 
patients known to be hypersensitive to it 
Monoamine Oxidase Inhibitors — There have been reports of 
serious, sometimes fatal, reactions (including hyperthermia, 
rigidity, myoclonus, autonomic instability with possible 
rapid fluctuations of vital signs, and mental status changes 
that include extreme agitation progressing to delirium and 
coma) in patients receiving fluoxetine in combination with a 
monoamine oxidase inhibitor (MAOI), and in patients who 
have recently discontinued fluoxetine and are then started 
on an MAOI Some cases presented with features resembling 
neuroleptic malignant syndrome. Therefore, Prozac should 
not be used in combination with an MAOI, or within 14 days 
of discontinuing therapy with an MAOI. Since fluoxetine 
and its major metabolite have very long elimination half- 
lives, at least 5 weeks (perhaps longer, especially if fluoxe- 
tine has been prescribed chronically and/or at higher doses 
[see Accumulation and Slow Elimination under CUnicai 
Pharmacology] ) should be allowed after stopping Prozac 
before starting an MAOI 

WARNINGS 

Hash and Possibly Allergic Events — During premarketing 
testing of more than 5,6(X) US patients given fluoxetine, ap- 
proximately 4% developed a rash and/or urticaria. Among 
these cases, almost a third were withdrawn from treatment 
because of the rash and/or systemic signs or symptoms asso- 
ciated with the rash. CUnicai findings reported in association 
with rash include fever, leukocytosis, arthralgias, edema, 
carpal tunnel syndrome, respiratory distress, lymphadenop- 
athy, proteinuria, and mild transaminase elevation Most 
patients improved promptly with discontinuation of fluoxe- 
tine and/or adjunctive treatment with antihistamines or 
steroids, and all patients experiencing these events were 
reported to recover completely. 

In premarketing clinical trials, 2 patients are known to have 
developed a serious cutaneous systemic illness In neither 
patient was there an unequivocal diagnosis, but 1 was consid- 
ered to have a leukocytoclastic vasculitis, and the other, a 
severe desquamating syndrome that was considered vari- 
ously to be a vasculitis or erythema multiforme Other pa- 
tients have had systemic syndromes suggestive of serum 
sickness. 

Since the introduction of Prozac, systemic events, possibly 
related to vasculitis, have developed in patients with rash. 
Although these events are rare, they may be serious, involv- 
ing the lung, kidney, or liver. Death has been reported to 
occur in association with these systemic events. 
Anaphylactoid events, including bronchospasm, angio- 
edema, and urticaria alone and in combination, have been 
reported. 

Pulmonary events, including inflammatory processes of 
varying histopathology and/or fibrosis, have been reported 
rarely. These events have occurred with dyspnea as the only 
preceding symptom. 

Whether these systemic events and rash have a common 
underlying cause or are due to different etiologies or patho- 
genic processes is not known. Furthermore, a specific under- 
lying immunologic basis for these events has not been identi- 
fied. Upon the appearance of rash or of other possibly aller- 
gic phenomena for which an alternative etiology cannot be 
identified, Prozac should be discontinued. 

PRECAUTIONS 

(jcn^m/ — Anxiety and Insomnia— Anxiety, nervousness, 
and insomnia were reported by 10% to 15% of patients 
treated with Prozac(fi) (Fluoxetine Hydrochloride). These 
symptoms led to drug discontinuation in 5% of patients 
treated with Prozac. 

In controlled clinical trials for obsessive-compulsive disor- 
der, insomnia was reported in 30% of patients treated with 
Prozac and in 22% of patients treated with placebo. Anxiety 
was reported in 14% of patients treated with Prozac and in 
7% of patients treated with placebo. These 2 symptoms led to 
drug discortinuation in 2% of patients treated with Prozac 
and no patients treated with placebo. 
Altered Appetite and Weight ---Significant weight loss, espe- 
cially in underweight depressed patients, may be an undesir- 
able result of treatment with Prozac. 
In controlled clinical trials, approximately 9% of patients 
treated with Prozac experienced anorexia. This incidence is 
approximately sixfold that seen in placebo controls. A 
weight loss of greater than 5% of body weight occurred in 
13% of patients treated with Prozac compared to 4% of pia* 
cebo and 3% of patients treated with tricyclics. However, 
only rarely have patients discontinued treatment with 
Prozac because of weight loss. 

In controlled clinical trials for OCD, 17% of patients treated 
with Prozac and 10% of patients treated with placebo re- 
ported anorexia. One patient discontinued treatment with 
Prozac because of anorexia. 

Activation of Mania/Hvpomania — During premarketing 
testing, hypomania or mania occurred in approximately 1% 
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of fluoxetine treated patients Activation of mania/ hypo- 
mania has also been reported in a small proportion of 
patients with Major Affective Disorder treated with other 
marketed antidepressants. 

Mania/hypomania was reported in 1% of patients treated 
with fluoxetine in controlled clinical OCD trials. 
Seizures— Twelve patients among more than 6,CXX) evalu- 
ated worldwide in the course of premarketing development 
of fluoxetine experienced convulsions {or events described as 
possibly having been seizures), a rate of 0.2% that appears to 
lie similar to that associated with other marketed antide- 
jprtssahts. Prozac should be introduced with care in patients 
witKa history of seizures 

In controlled clinical trials for OCD, 1 patient treated with 
fluoxetine experienced a seizure 

Suicide— The possibility of a suicide attempt is inherent in 
depression and may persist until significant remission oc- 
curs. Close supervision of high risk patients should accom- 
pany initial drug therapy. Prescriptions for Prozac should be 
written for the smallest quantity of capsules consistent with 
good patient management, in order to reduce the risk of 
. overdo^. 

The Long Elimination Half-Lives of Fluoxetine and Its 
Metabolites — Because of the long elimination half-lives of 
the parent drug and its major active metabolite, changes in 
dose will not be fully reflected in plasma for several weeks, 
affecting both strategies for titration to final dose and with- 
drawal from treatment (see Clinical Pharmacology and 
Dos£^ and Administration) 

Use in Patients With Concomitant Illness — Clinical experi- 
ence with Pro2ac(n) (Fluoxetine Hydrochloride) in patients 
with concomitant systemic illness is limited. Caution is ad- 
visable in using Prozac in patients with diseases or condi- 
Uons that could affect metabolism or hemodynamic 
responses. 

Fluoxetine has not been evaluated or used to any appreciable 
extent in patients with a recent history of myocardial infarc- 
tion or unstable heart disease Patients with these diagnoses 
wg^ystematically excluded from clinical studies during 
thgg|oduct*s premarket testing. However, the electrocardio- 
gi^cci of 312 patients who received Prozac in double-blind 
triaftwere retrospectively evaluated; no conduction abnor- 
mllil^es that resulted in heart block were observed. The 
nrrtsaniheart rate was reduced by approximately 3 beats/min. 
in_si)jects with cirrhosis of the liver, the clearances of 
flfc^ltine and its active metabolite, norfluoxetine, were 
'd^^ed, thus increasmg the elimination half-lives of these 
silences. A lower or less frequent dose should be used in 
patients with cirrhosis. 

fluoxetine is extensively metabolized, excretion of un- 
C%gged drug in urine is a minor route of elimination. How- 
€ver7 until adequate numbers of patients with severe renal 
iigpairment have been evaluated during chronic treatment 
.wtefiuoxetine, it should be used with caution in such 
pltMits. 

Irips|ients with diabetes, Prozac may alter glycemic control 
I^pSglycemia has occurred during therapy with Prozac, and 
^i|l#Elycemia has developed following discontinuation of 
the drug. As is true with many other types of medication 
vH^- taken concurrently by patients with diabetes, insulin 
a^v'^r oral hypoglycemic dosage may need to be adjusted 
wti^ therapy with Prozac is instituted or discontinued. 
Iife'iference With Cognitive and Motor Performance — Any 
p^choactive drug may impair judgment, thinking, or motor 
flkills, and patients should be cautioned about operating haz- 
ardous machinery, including automobiles, until they are 
reasonably certain that the drug treatment does not affect 
them adversely. 

hfomation for Patients — Physicians are advised to discuss 
the following issues with patients for whom they prescribe 
Prozac: 

Because Prozac may impair judgment, thinking, or motor 
skills, patients should be advised to avoid driving a car or 
operating hazardous machinery until they are reasonably 
certain that their performance is not affected. 

Patients should be advised to inform their physician if they 
are taking or plan to take any prescription or over-the- 
counter drugs, or alcohol. 

Patients should be advised to notify their physician if they 
become pregnant or intend to become pregnant during 

^ therapy. 

Patients should be advised to notify their physician if they 

are breast feeding an infant. 
Patients should be advised to notify their physician if they 

develop a rash or hives. 
lahomtory Teste— There are no specific laboratory tests 
recommended. 

Drag Interactions —As with all drugs, the potential for inter- 
action by a variety of mechanisms (eg, pharmacodynamic, 
pharmacokinetic drug inhibition or enhancement, etc) is a 
possibility (see Accumulation and Slow Elimination under 
Clinical Pharmacology). 

Drugs Metabolized by P450IID6 — Approximately 7% of the 
normal population has a genetic defect that leads to reduced 
levels of activity of the cytochrome P450 isoenzyme 
P450I1D6. Such individuals have been referred to as "poor 



metabolizers" of drugs such as debrisoquin, dextromethor- 
phan, and tricyclic antidepressants. Many drugs, such as 
most antidepressants including fluoxetine and other selec- 
tive uptake inhibitors of serotonin, are metabolized by this 
isoenzyme; thus, both the pharmacokinetic properties and 
relative proportion of metabolites are altered in poor meta- 
bolizers. However, for fluoxetine and its metabolite the sum 
of the plasma concentrations of the 4 active enantiomers is 
comparable between poor and extensive metabolizers {see 
Variability in Metabolism under Clinical Pharmacology). 
Fluoxetine, like other agents that are metabolized by 
P450nD6, inhibits the activity of this isoenzyme, and thus 
may make normal metabolizers resemble "poor metaboliz- 
ers." Therapy with medications that are predominantly me- 
tabolized by the P450nD6 system and that have a relatively 
narrow therapeutic index (see list below), should be initiated 
at the low end of the dose range if a patient is receiving 
fluoxetine concurrently or have taken it in the previous 5 
weeks. Thus, his/her dosing requirements resemble those of 
"poor metabolizers." If fluoxetine is added to the treatment 
regimen of a patient already receiving a drug metabolized by 
P450nD6, the need for decreased dose of the original medica- 
tion should be considered. Drugs with a narrow therapeutic 
index represent the greatest concern (eg, flecainide, vinblas- 
tine, carbamazepine, and tricyclic antidepressants). 
Tryptophan — Five patients receiving Prozac® (Fluoxetine 
Hydrochloride) m combination with tryptophan experienced 
adverse reactions, including citation, restlessness, and gas- 
trointestinal distress. 

Monoamine Oxidase Inhibitors — See Contraindications. 
Other Antidepressants — There have been greater than 2- 
fold increases of previously stable plasma levels of other an- 
tidepressants when Prozac has been administered in combi- 
nation with these agents (see Accumulation and Slow Elimi- 
nation under Clinical Pharmacology). 
Lithium — There have been reports of both increased and 
decreased lithium levels when lithium was used concomi- 
tantly with fluoxetine. Cases of lithium toxicity have been 
reported. Lithium levels should be monitored when these 
drugs are administered concomitantly. 
Diazepam Clearance — The half-life of concurrently ad- 
ministered diazepam may be prolonged in some patients 
[see Accumulation and Slow Elimination under Clinical 
Pharmacology). 

Phenytgin— Patients on stable doses of phenytoin have de- 
veloped elevated plasma phenytoin concentrations and clini- 
cal phenytoin toxicity following initiation of concomitant 
fluoxetine treatment. 

Potential Effects of Coadministration of Drugs Tightly 
Bound to Plasma Proteins — Because fluoxetine is tightly 
bound to plasma protein, the administration of fluoxetine to 
a patient taking another drug that is tightly bound to protein 
(eg, Coumadin, digitoxin) may cause a shift in plasma con- 
centrations potentially resulting in an adverse effect. Con- 
versely, adverse effects may result from displacernent of 
protein bound fluoxetine by other tightly bound drugs {see 
Accumulation and Slow Elimination ujider Clinical Pharma- 
cology). 

CNS Active Drugs — The risk of using Prozac in combination 
with other CNS active drugs has not been systematically 
evaluated. Consequently, caution is advised if the concomi- 
tant administration of Prozac and such drugs is required (see 
Accumulation and Slow Elimination under Clinical 
Pharmacology). 

Electroconvulsive Therapy — There are no clinical studies 
establishing the benefit of the combined use of ECT and 
fluoxetine. There have been rare reports of prolonged sei- 
zures in patients on fluoxetine receiving EC^T treatment. 
Carcinogenesis, Mutagenesis, Impairment of Fertility — ^There 
is no evidence of carcinogenicity, mutagenicity, or impair- 
ment of fertility with Prozac. 

The dietary administration of fluoxetine to rats and mice for 
2 years at levels equivalent to approximately 7.5 and 9.0 
times the maximum human dose (80 mg) respectively 
produced no evidence of carcinogenicity. 
Fluoxetine and norfluoxetine have been shown to have no 
genotoxic effects based on the following assays; bacterial 
mutation assay, DNA repair assay in cultured rat hepato- 
cytes, mouse lymphoma assay, and in vivo sister chromatid 
exchange assay in Chinese hamster bone marrow cells. 
Two fertility studies conducted in rats at doses of approxi- 
mately 5 and 9 times the maximum human dose (80 mg) indi- 
cated that fluoxetine had no adverse effects on fertility. A 
slight decrease in neonatal survival was noted, but this was 
probably associated with depressed maternal food consump- 
tion and suppressed weight gain. 

Pregnancy —Teratogenic Effects —Pregnancy Category B : 
Reproduction studies have been performed in rats and rab- 
bits at doses 9 and 11 times the maximum daily human dose 
(80 mg) respectively and have revealed no evidence of harm 
to the fetus due to ProzacCg) (Fluoxetine Hydrochloride). 
There are, however, no adequate and well-controlled studies 
in pregnant women. Because animal reproduction studies 
are not always predictive of human response, this drug 
should be used during pregnancy only if clearly needed. 



Labor and Delivery —The effect of Prozac on labor and 
delivery in humans is unknown 

Nursing Mothers — Because Prozac is excreted m human 
milk, nursing while on Proazc is not recommended In 1 
breast milk sample, the concentration of fluoxetine plus nor- 
fluoxetine was 70.4 ng/ mL The concentration m the moth- 
er's plasma was 295.0 ng/mL No adverse effects on the 
infant were reported. In another case, an infant nursed by a 
mother on Prozac developed crying, sleep disturbance, vom- 
iting, and watery stools. The infant's plasma drug levels 
were 240 ng/mL of fluoxetine and 208 ng/mL of norfluoxe- 
tine on the second day of feeding 

Usage in Children Safety and effectiveness m children 
have not been established. 

Usage in the Elderly — Evaluation of patients over the age of 
60 who received Prozac 20 mg daily revealed no unusual pat- 
tern of adverse events relative to the clinical experience in 
younger patients However, these data are msufricient to 
rule out possible age-related differences during chronic use, 
particularly in elderly patients who have concomitant sys- 
temic illnesses or who are receiving concomitant drugs [see 
Age under Clinical Pharmacology). 

Hyponatremia —Several cases of hyponatremia (some with 
serum sodium lower than UO mmol/L) have been reported. 
The hyponatremia appeared to be reversible when Prozac 
was discontinued. Although these cases were complex with 
varying possible etiologies, some were possibly due to the 
syndrome of inappropriate antidiuretic hormone secretion 
(SIADH). The majority of these occurrences have been m 
older patients and m patients taking diuretics or who were 
otherwise volume depleted. In a placebo-controlled, double- 
blind trial, 10 of 313 fluoxetine patients and 6 of 320 placebo 
recipients had a lowering of serum sodium below the refer- 
ence range; this difference was not statistically significant. 
The lowest observed concentration was 129 mmol/L. The 
observed decreases were not clinically significant 
Platelet Function —There have been rare reports of altered 
platelet function and/ or abnormal results from laboratory 
studies in patients taking fluoxetine While there have been 
reports of abnormal bleeding in several patients taking 
fluoxetine, it is unclear whether fluoxetine had a causative 
role. 

ADVERSE REACTIONS 

Commonly Observed —The most commonly observed adverse 
events associated with the use of Prozac® (Fluoxetine Hy- 
drochloride) and not seen at an equivalent incidence among 
placebo-treated patients were* nervous system complaints, 
including anxiety, nervousness, and insomnia, drowsiness 
and fatigue or asthenia; tremor, sweating; gastrointestinal 
complaints, including anorexia, nausea, and diarrhea, and 
dizziness or lightheadedness. 

In controlled clinical trials for OCD using fixed doses of 20, 
40, or 60 mg daily, adverse events observed at an incidence of 
at least 5% for Prozac and for which the incidence was 
approximately twice or more the incidence among placebo- 
treated patients included: somnolence, anxiety, tremor, nau- 
sea, dyspepsia, gastrointestinal disorder, vasodilatation, dry 
mouth, sweating, rash, abnormal vision, yawn, decreased 
libido, and abnormal ejaculation 

Associated With Discontinuation of Treatment —Fifteen per- 
cent of approximately 4,000 patients who received Prozac in 
US premarketing clinical trials discontinued treatment due 
to an adverse event. The more common events causing dis- 
continuation included: psychiatric (5.3%), primarily ner- 
vousness, anxiety, and insomnia; digestive (3 0%), primarily 
nausea; nervous system (1.6%), primarily dizziness; body as a 
whole (1.5%), primarily asthenia and headache; and skin 
(1.4%), primarily rash and pruritus. 
In controlled clinical trials for OCD, 12% of patients treated 
with Prozac discontinued treatment due to adverse events 
The most common events were anxiety (2%) and rash/ 
urticaria (2%) 

Incidence in Controlled Clinical Trials — 
Depression — Table 1 enumerates adverse events that oc- 
curred at a frequency of 1% or more among patients treated 
with Prozac who participated in controlled trials comparing 
Prozac with placebo. 

Obsessive-Compulsive Disorder — Table 2 enumerates ad- 
verse events that occurred at a frequency of 2% or more 
among patients on Prozac who participated in controlled 
trials comparing Prozac with placebo in the treatment of 
OCD. 

The prescriber should be aware that the figures m Tables 1 
and 2 cannot be used to predict the incidence of side effects in 
the course of usual medical practice where patient charac- 
teristics and other factors differ from those that prevailed in 

Continued on next page 
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the clinical trials. Similarly, the cited frequencies cannot be 
con:i pared with figures obtained from other clinical mvesti- 
gations involving different treatments, uses, and investiga- 
tors. The cited figures, however, do provide the prescribing 
physician with some basis for estimating the relative contri- 
bution of drug and nondrug factors to the side effect inci- 
dence rate in the population studied 
[See Table 1 below ] 
[See Table 2 on next page 1 

Other Events Observed During Premarketing Evaluation of 
Pra^ac® (Fluoxetine Hydrochloride) ~X)urmg clinical test- 
ing in the US, multiple doses of Prozac were administered to 
approximately 5.600 subjects Untoward events associated 
with this exposure were recorded by clinicai investigators 
using descriptive terminology of their own choosing. Conse- 
quently, it is not possible to provide a meaningful estimate of 
the proportion of individuals experiencing adverse events 
without first grouping similar types of untoward events into 
a limited (ie, reduced) number of standardized event catego- 
ries. 

In the tabulations that follow, a standard COSTART Dictio- 
nary terminology has been used to classify reported adverse 
events. The frequencies presented, therefore, represent the 
proportion of the 5,600 individuals exposed to Prozac who 
experienced an event of the type cited on at least 1 occasion 
while receiving Prozac All reported events are included 
except those already listed in Table 1, those COSTART terms 
so general as to be un informative, and those events where a 
drug cause was remote It is important to emphasize that, 
although the events reported did occur during treatment 
with Prozac, they were not necessarily caused by it. 
Events are further classified within body system categories 
and enumerated in order of decreasing frequency using the 
following definitions frequent adverse events are defined as 
those .Qccurring on 1 or more occasions in at least 1/100 pa- 
tien^^nnfrequent adverse events are those occurring in 



1/100 to 1/1.000 patients; rare events are those occurring in 
less than 1/1,000 patients. 

Body as a Whole — freouenf: chills; Infrequent: chills and 
fever, cyst, face edema, hangover effect, jaw pain, malaise, 
neck pain, neck rigidity, and pelvic pain; Rare: abdomen 
enlarged, cellulitis, hydrocephalus, hypothermia, LE 
syndrome, moniliasis, and serum sickness. 
Cardiovascular System — Infrequent: angina, pectoris, ar- 
rhythmia, hemorrhage, hypertension, hypotension, mi- 
graine, postural hypotension, syncope, and tachycardia; 
Rare: AV block first degree, bradycardia, bundle branch 
blocks cerebral ischemia, myocardial infarct, thrombophlebi- 
tis» vascular headache, and ventricular arrhythmia. 
Digestive System — Frequent: increased appetite; Infre- 
quent: aphthous stomatitis, dysphagia, eructation, esophagi- 
tis, gastritis, gingivitis, glossitis, liver function tests abnor- 
mal, raelena, stomatitis, thirst; Rare: bloody diarrhea, chole- 
cystitis, cholelithiasis, colitis, duodenal ulcer, enteritis, fecal 
incontinence, hematemesis, hepatitis, hepatomegaly, hyper- 
chlorhydria, increased salivation, jaundice, liver tenderness, 
mouth ulceration, salivary gland enlargement, stomach 
ulcer, tongue discoloration, and tongue edema 
Endocrine Syst^m ^Infregupnt hypothyroidism. Rare: 
goiter and hyperthyroidism. 

Hemic and Lymphatic System —Infrequent: anemia and 
lymphadenopathy; Rare: bleeding time increased, blood dys- 
crasia, leukopenia, lymphocytosis, petechia, purpura, 
sedimentation rate increased, and thrombocythemia. 
Metabolic and Nutritional— Fret/f /en f- weight loss. Infre- 
quent; generalized edema, hypoglycemia, peripheral edema, 
and weight gain; Hare; dehydration, gout, hypercholester- 
emia, hyperglycemia, hyperlipemia, hypoglycemic reaction, 
hypokalemia, hyponatremia, and iron deficiency anemia 
Musculoskeletal System — Infrequent: arthritis, bone pam, 
bursitis, tenosynovitis, and twitching: Rare: bone necrosis, 
chondrodystrophy, muscle hemorrhage, myositis, osteoporo- 
sis, pathological fracture, and rheumatoid arthritis. 
Nervous System — Frequent: abnormal dreams and agita- 
tion; Infrequent: abnormal gait, acute brain syndrome, aka- 



TABLE 1-TREATMENT-EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS 
Percentage of 



Bodf-^stem/ 
Pref^ried Term* 



Patients Reporting 
Event 
Prozac Placebo 
(N= 1,730} (N^799) 



Body System/ 
Preferred Term* 



Percentage of 
Patients Reporting 
Event 
Prozac Placebo 
{N = l,730) {N = 799) 



NervofQfs 

HeaS^fhe 
NeryQi|sness 
Insofiinia 
Drowsiness 
Anxjetj' 
Trenisr 
Dizziri^s 
Fatilill 
Sedftyi 
Sen^kon 
disaMjance 
Libi(fd7:i 



Ligtfg 

heaciedness 
Concentration, 

decreased 
Digestive 
Nausea 
Diarrhea 
Mouth 

dryness 
Anorexia 
Dyspepsia 
Constipation 
Pain, 

abdominal 
Vomiting 
Taste change 
Flatulence 
Gastroenteritis 
Skin and 

Appendages 
Sweating, 

excessive 
Rash 
Pruritus 



20 3 


15 5 


14 9 


8.5 


13.8 


7.1 


116 


6.3 


94 


5.5 


79 


2.4 


57 


3.3 


4.2 


LI 


19 


13 


1.7 


2.0 


1.6 




1.6 




15 




211 


10.1 


12 3 


7.0 


95 


6.0 


8.7 


1.5 


64 


4.3 


4.5 


33 


34 


29 


24 


1.3 


18 




16 


1.1 


10 


14 


84 


3.8 


27 


18 


24 


1.4 



Body as a Whole 

Asthenia 
Infection, viral 
Pain, limb 
Fever 
Pain, chest 
Allergy 
infiuenza 
Respiratory 
Upper 

respiratory 

infection 
Flu-like 

syndrome 
Pharyngitis 
Nasal 

congestion 
Headache, 

sinus 
Sinusitis 
Cough 
Dyspnea 
Cardiovascular 
Hot flushes 
Palpitations 
Musculoskeletal 
Pain, back 
Pain, joint 
Pain, muscle 
Urogenital 
Menstruation, 

painfull 
Sexual 

dysfunction 
Impotence, sexual| 
Frequent 

micturition 
Urinary tract 

infection 
Special Senses 
Vision 

disturbance 



Events reported by at least 1% of patients treated with Prozac are included 
t Denominator used was females only (N = 1,210 Prozac; N - 523 placebo) 
t Denominator used was males only {N = 520 Prozac; N = 276 placebo) 
— Incidence less than 1%. 
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4.4 


1.9 


34 


3.1 


16 


1 1 


1.4 




1.3 


11 


1.2 


1.1 


12 


15 


7.6 


6.0 


2.8 


1.9 


2.7 


1.3 


2.6 


2.3 


2,3 


18 


2.1 


2.0 


1.6 


1.6 


1.4 




1.8 


1.0 


1.3 


1.4 


20 


2.4 


1.2 


1.1 


1.2 


1.0 


2.6 


2.1 


1.9 




1.7 


0.4 


1.6 




1.2 




2.8 


1.8 



thisia, amnesia, apathy, ataxia, buccoglossal syndrome, CNS 
stimulation, convulsion, delusions, depersonalization, emo- 
tional lability, euphoria, hallucmations. hostility, hyperki- 
nesia, hypesthesia, mcoordi nation, libido increased, manic 
reaction, neuralgia, neuropathy, paranoid reaction, psycho- 
sis, and vertigo; /?are- abnormal electroencephalogram, anti- 
social reaction, chronic brain syndrome, circumoral pares- 
thesia, CNS depression, coma, dysarthria, dystonia, extrapy- 
ramidal syndrome, hypertonia, hysteria, myoclonus, nystag- 
mus, paralysis, reflexes decreased, stupor, and torticollis 
Respiratory System — F;x>t/t/e/tf bronchitis, rhinitis, and 
yawn; Infrequent, asthma, epibtaxis, hiccup, hyperventila- 
tion, and pneumonia, Rare apnea, hemoptysis, hypoxia, 
larynx edema, lung edema, lung llbrosis/alveolitis, and 
pleural effusion. 

Skin and Appendages — /n/reajj en r acne, alopecia, contact 
dermatitis, dry skin, herpes simplex, maculopapular rash, 
and urticaria; Rai^- eczema, erythema multiforme, (unga! , 
dermatitis, herpes zoster, hirsutism, psoriasis, purpuric 
rash, pustular rash, seborrhea, skin discoloration, skin Ky- 
pertiophy, subcutaneous nodule, and vesiculobullous rash. 
Special Senses — Infrequent' amblyopia, conjunctivitis, ear 
pain, eye pain, mydriasis, photophobia, and tinnitus; Rare: 
blepharitis, cataract, corneal lesion, deafness, diplopia, eye 
hemorrhage, glaucoma, iritis, ptosis, strabismus, and taste 
loss. 

Urogenital System — /» /ret/ » en f.- abnormal ejaculation, 
amenorrhea, breast pam, cystitis, dysuria, fibrocystic breast, 
impotence, leukorrhea, menopause, menorrhagia, ovariaii 
disorder, urinary incontinence, urinary retention, urinary • 
urgency, urination impaired, and vaginitis; Rare, abortion, 
albuminuria, breast enlargement, dyspareunia. epididy- 
mitis, female lactation, hematuria, hypomenorrhea, kidney 
calculus, metrorrhagia, orchitis, polyuria, pyelonephritis, 
pyuria, salpingitis, urethral pain, urethritis, urinary tract ■ 
disorder, urolithiasis, uterine hemorrhage, uterine spasm, 
and vaginal hemorrhage. , ; 

Postintroduction Reports— Voluntary reports of adverse, 
events temporally associated with Prozac that have been 
received since market introduction, that are not listed above, 
and that may have no causal relationship with the drug in- 
clude the following: aplastic anemia, cerebral vascular acci- 
dent, confusion, dyskinesia (including, for example, a case of 
buccai-lingual-masticatory syndrome with involuntary 
tongue protrusion reported to develop in a 77-year-oM 
male after 5 weeks of fluoxetine therapy and which com- 
pletely resolved over the next few months following drug 
discontinuation!, eosinophilic pneumonia, hyperprolao 
tinemia, immune-related hemolytic anemia, movement dis- 
orders developing in patients with risk factors including 
drugs associated with such events and worsening of preexist 
ing movement disorders, neuroleptic malignant syndrome- 
like events, pancreatitis, pancytopenia, suicidal ideation, 
thrombocytopenia, thrombocytopenic purpura, va^al 
bleeding after drug withdrawal, and violent behaviors. ^ 
DRUG ABUSE AND DEPENDENCE 
Controlled Substance Class —Prozac® (Fluoxetine Hydx^ 
chloride) is not a controlled substance. ' 
Physical and Psychological Dependence —Prozac has noi 
been systematically studied, in animals or humans, for its 
potential for abuse, tolerance, or physical dependence. While 
the premarketing clinical experience with Prozac did not 
reveal any tendency for a withdrawal syndrome or any drug 
seeking behavior, these observations were not systematic 
and it is not possible to predict on the basis of this limited 
experience the extent to which a CNS active drug will ^ 
misused, diverted, and /or abused once, marketed. Consfr 
quently. physicians should carefully evaluate patients for 
history of drug abuse and follow such patients closely, ol^ 
serving them for signs of misuse or abuse of Prozac (eg, devel- 
opment of tolerance, incrementation of dose, drug-seeking 
behavior). 

OVERDOSAGE 

Human Experience— As of December 1987, there were 2 
deaths among approximately 38 reports of acute overdose 
with fluoxetine, either alone or in combination with other 
drugs and/or alcohol. One death involved a combined over^ 
dose with approximately 1,800 mg of fluoxetine and an unde- 
termined amount of maprotiline. Plasma concentrations of 
fluoxetine and maprotiline were 4.57 mg/L and 4.18 mg/L, 
respectively. A second death involved 3 drugs yielding 
plasma concentrations as follows: fluoxetine, 1.93 mg/I^ 
norfluoxetine, 1.10 mg/L; codeine, 1.80 mg/L; temazepam. 
3.80 mg/L. ; 
One other patient who reportedly took 3,000 mg of fluoxetine 
experienced 2 grand mal seizures that remitted spontane- 
ously without specific anticonvulsant treatment (see Man- 
agement of Overdose), The actual amount of drug absorbed 
may have been less due to vomiting. 
Nausea and vomiting were prominent in overdoses involving 
higher fluoxetine doses. Other prominent symptoms of over- 
dose included agitation, restlessness, hypomania, and other 
signs of CNS excitation. Except for the 2 deaths noted above, 
all other overdose cases recovered without residua. 
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TABLE 2 

TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE IN PLACEBO-CONTROLLED 
CUNICAL TRIALS FOR OBSESSIVE-COMPULSIVE DISORDER 



Percent of Percent of 

Patients Reporting Patients Reporting 

Event Event 



Body System/ 


Prozac 


Placebo 


Body System/ 


Prozac 


riaceoo 


Preferred Team* 


(N=264) 


(N=89) 


Preferred Team 


(N— 264) 


(IN =oyj 


Nervous 






Body as a Whole 
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Somnolence 


17 
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Asthenia 


15 


10 


Anxiety 


14 


7 


Flu syndrome 


10 


7 


Dizziness 


13 


11 


Pain 


6 


4 


Libido, decreased 


11 


2 


Injury, accidental 


4 


2 


Tremor 


9 


1 


Surgical procedure 


3 




Abnormal dreams 


5 


2 


Chest pain 


3 


1 


Thinking, abnormal 


4 


2 


Allergic reaction 


3 




Sleep disorder 


3 


1 


Fever 


2 


1 


Confusion 


2 


1 


Respiratory 






Myoclonus 


2 


— 


Pharyngitis 


11 


9 


Agitation 


2 


1 


Yawn 


7 


— 


Amnesia 


2 


1 


Sinusitis 


5 


2 


Digestive 






Cough, increased 


3 


2 


Nausea 


27 


13 


Cardiovascular 








18 


13 


Vasod ilatation 


5 




Anorexia 


17 


10 


Palpitations 


2 


1 


Dry mouth 


12 


3 


Musculosketetai 






Dyspepsia 


10 


4 


Myalgia 


5 


4 


Gastrointestinal disorder 


6 


1 


Arthralgia 


3 


2 


Melena 


2 


— 


Urogenital 




1 


Skin and Appendages 






Urinary freqeuncy 


4 


Sweating 


7 




Abnormal ejaculationt 


7 




Rash 


6 


3 


Hemic and Lymphatic 






Pruritus 


3 


1 


Lymphadenopathy 


2 




Acne 


2 


1 


Metabolic and Nutritional 
Weight loss 


5 


3 








Special Senses 












Ambylopia 


3 


1 








Abnormal vision 


2 










Taste perversion 


2 


1 








Tinnitus 


2 





* Events reported by at least 2% of patients treated with Prozac are included, except the following events which had an inci- 
dence on placebo > Prozac: abdominal pain, back pain, constipation, depression, dysmenorrhea, flatulence, mfection, 
menstrual disorder, nervousness, rhinitis, tooth disorder, and twitching. 

t Denominator used was males only (N=116 Prozac; N=43 placebo). 

— Adverse event not reported by placebo-treated patients. 



{/. Since introduction, reports of death attributed to overdosage 
of duoxetine alone have been extremely rare. 
Animal Experience — Studies in animals do not provide pre- 
ciseor necessarily valid information about the treatment of 

fi human overdose. However, animal experiments can provide 
useful insights into possible treatment strategies. 

^ TTieoral median lethal dose in rats and mice was found to be 
452 and 248 mg/kg respectively. Acute high oral doses pro- 

^j^ . duced hyperirritability and convulsions in several animal 

I" . 'ipecies. 

r Among 6 dogs purposely overdosed with oral fluoxetine, 5 

experienced grand mal seizures. Seizures stopped immedi- 
^ ; ateiy upon the isolus intravenous administration of a stan- 
Vi dard veterinary dose of diazepam. In this short term study, 

the lowest plasma concentration at which a seizure occurred 

was only twice the maximum plasma concentration seen in 

humans taking 80 mg/day, chronically. 
p In a separate single-dose study, the ECG in dogs given high 

doses did not reveal prolongation of the PR, QRS, or QT in- 
I s lervals. Tachycardia and an increase in blood pressure were 

observed. Consequently, the value of the ECG in predicting 
j cardiac toxicity is unknown. Nonetheless, the ECG should 
tj..' ordinarily be monitored in cases of human overdose {see 
f ■ Management of Overdose). 

Management of Overdose —Establish and maintain an air- 
?j'-MJay; ensure adequate oxygenation and ventilation. Acti- 
^'■p rated charcoal, which may be used with sorbitol, may be as 
''i-- - or more effective than emesis or lav^e, and should be 
y considered in treating overdose. 

Cardiac and vital signs monitoring is recommended, along 
it^" with general symptomatic and supportive measures. Based 
t, qa experience in animals, which may not be relevant to hu- 
{r' mans, fluoxetine-induced seizures that fail to remit sponta- 
1';^^ neously may respond to diazepam. 

f:: There are no specific antidotes for Prozac® (Fluoxetine 
Hydrochloride). 

^ Dae to ;Uie large volume of distribution of Prozac, forced di- 
Uresis, Jialysis, hemoperfusion, and exchange transfusion 
li^ ■ lire un%ely to be of benefit. 

|E In msffi^ng overdosage, consider the possibility of multiple 
I drug^fn^olvement. A specific caution involves patients tak- 

ingof r^ently having taken fluoxetine who might ingest by 
1; ftccideni or intent, excessive quantities of a tricyclic antide- 
}: preset In such a case, accumulation of the parent tricyclic 

and ^j^tive metabolite may increase the possibility of ciini- 
i cally significant sequelae and extend the time needed for 
: • close Irfedical observation (see Other Antidepressants under 

Prec%uSons). 

The physician should consider contacting a poison control 
. centJp iEfc the treatment of any overdose. Telephone numbers 
of certified poison control centers are listed in the Physi- 
. Cians'tQesk Reference (PDRl 

DO^^E AND ADMINISTRATION 

Initi^^freatment — In controlled trials used to support the 

:;, efficacj^of fluoxetine, patients were administered morning 

: dosefcr^anging from 20 mg to 80 mg/day. Studies comparing 

; fluo«eMie 20, 40, and 60 mg/day to placebo indicate that 20 

■ ing/(Jai^is sufficient to obtain a satisfactory antidepressant 
. respOTiie. Consequently, a dose of 20 mg/day, administered 
^ in tlf jiornihg, is recommended as the initial dose. 

i^. A idosieTincrease may be considered after several weeks if no 
] . clinical improvement is observed. Doses above 20 mg/day 
^ may be administered on a once a day (morning) 6r b.i.d. 
/ schedule (ie, morning and noon) and should not exceed a 

inaximum dose of 80 mg/day. 
J As with other antidepressants, the full antidepressant effect 
may be delayed until 4 weeks of treatment or longer. 
. As with many other medications, a lower or less frequent 
AosQge should be used in patients with renal and/or hepatic 
impairment. A lower or less frequent dosage should also be 
considered for patients, such as the elderly (see Usage in the 

■ Elderly under Precautions), with concurrent disease or on 
multiple medications. 

Maintenance/Continuation/Bxtended TVeatmerti —There is 
no body of evidence available to answer the question of how 
r long the patient treated with fluoxetine should remain on it. 
It is generally agreed among expert psychopharraacologists 

■ (circa 1987) that acute episodes of depression require several 
months or longer of sustained pharmacologic therapy.^ 

, Whether the dose of antidepressant needed to induce remis- 
sion is identical to the dose needed to maintain and/ or 
sustain euthymia is unknown. 
Obs€ssive-Ck)mpulsive Disorder: 

Initial Treatment— In the controlled clinical trials of fluoxe- 
tine supportir^ its effectiveness in the treatment of obses- 

■ sive^ompulsive disorder, patients were administered fixed 
daily doses of 20, 40, or 60 mg of fluoxetine or placebo (see 

i Clinical Trials under Clinical Pharmacology). In one of these 
i • studies, no dose response relationship for effectiveness was 
[; demonstrated, (^nsequently, a dose of 20 mg/day, adminis- 
; ^ tered in the morning, is recommended as the initial dose, 
i Since there was a suggestion of a possible dose response rela- 
tionship for effectiveness in the second study, a dose increase 
i : may be considered after several weeks if insufficient clinical 

I 



improvement is observed. The full therapeutic effect may be 
delayed until 5 weeks of treatment or longer. 
Doses above 20 mg/day may be administered on a once a day 
(ie, morning) or b.i.d. schedule (ie, morning and noon). A dose 
range of 20 to 60 mg/ day is recommended, however, doses of 
up to 80 mg/day have been well tolerated in open studies of 
OCD. The maximum fluoxetine dose should not exceed 80 
mg/day. 

As with the use of Prozac in depression, a lower or less fre- 
quent dosage should be used in patients with renal and/or 
hepatic impairment. A lower or less frequent dosage should 
also be considered for patients, such as the elderly {see Usage 
in the Elderly under Precautions), with concurrent disease or 
on multiple medications. 

Maintenance/Continuation Treatment — While there are no 
systematic studies that answer the question of how long to 
continue Prozac, OCD is a chronic condition and it is reason- 
able to consider continuation for a responding patient. Al- 
though the efficacy of Prozac after 13 weeks has not been 
documented in controlled trials, patients have been contin- 
ued in therapy under double-blind conditions for up to an 
additional 6 months without loss of benefit. However, dosage 
adjustments should be made to maintain the patient on the 
lowest effective dosage, and patients should be periodically 
reassessed to determine the need for treatment. 

HOW SUPPLIED 

Pulvules: 10 mg* green and gray (No. 3104)— (100s) NDC 
0777-31044)2 

20 mg* green and off-white (No. 3105)~-(100s) NDC 0777- 

3105-02; (IDtlOO)NDC 0777-3105-33 

(5) Liquid, Oral Solution: 20 mg*/5 mL, mint flavor (M- 

5120$)-(120 mL) NDC 0777-5120-58 

* Fluoxetine base equivalent. 

t Identi-DoseCs) (unit dose medication, ,Dista). 

i Dispense in a tight, light-resistant container. 

Store at controlled room temperature, 59" to 86T (15' to 

3ot;). 

Animal Toxicology: Phospholipids are increased in some 
tissues of mice, rats, and dogs given fluoxetine chronically. 
This effect is reversible after cessation of fluoxetine treat- 
ment. Phospholipid accumulation in animals has been ob- 
served with many cationic amphiphiiic drugs, including fen- 



fluramine, imipramine, and ranitidine. The significance of 
this effect in humans is unknown. 

[031494] 
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CARMOLCs) 10 OTC 
10% urea lotion. 
Moisturizer for total body 
dry skin care 

COMPOSITION 

A greaseless deep moisturizing formula to help keep skin soft 
and supple. Urea 10% is a blend of purified water, stearic 
acid, isopropyl palmitate, propylene glycol dipelargonate, 
PEG-8 dioleate, propylene glycol, PEG 8 distearate, cetyl 
alcohol, sodium laureth sulfate, troiamine, carbomer 940, 
xanthan gum, scented with hypoallergenic fragrance. Con- 
tains no preservatives, lanoline or mineral oil. 

HOW SUPPUED 

6 fl. oz. bottle, NDC #0482-2650-10 
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[57] ABSHIACT 

Disclosed herein is a method for treatiaig depression asso- 
cialed wife alcoholism in a patient comprising adminisfe&iing 
to the patient a phannacologicaUy elective dose of an opioid 
antagonist, and a pharmacologicaliy eflfective dose of at least 
one drag compound selected ham the gronp comistii^ of a 
tricyclic antidepressant, an a-typical antidepressant, and 
lifhium. 
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